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Table 1 D,SlllbUllon by generallon of o,al cophoiospo'ills
.orrcspolldlllg .uthor .Ild rcpom rC(I"C'I" M.uel. I)lparlllllClIlO
dl Faml. IO~J P""c1I1U<. e Clonl... UIIlVCf\lta J"!(1t SlIIJ, til Firell2.C.
Vlalc P'CI'3C IIlI fl. 50 I W FlrC'nzc, luly
Fax, +J'J 055 ~ 16t.RO
:l'\'lnlml'0nm Cl1IlIpmC ,lbOlIl 11.1lf of lhc ~\':l1l.lblc p-bcr~11l
,lIlllblt nes,
Thcs.: J':n\';mvc~ C~11 bc dl\'ldcd IIIlO LIlrc<: g,'n.:r~u liS: L11c
liN ~':I1<:r:lll(}11 .. \'cl)' ,letlV" ,1g.1It1S1 ~~Il1-PO\IOV': o~l1"ms ,111.1
lilt' dmd gel1<:r.1tl0n " vcry ,lCO\'t' .1~,l1mt (;r.lln-n.:g;llIvc \rr.lin~,
(ktl c.:pllollnsponl1s .If': found 111 .111 thrt... ~Cl1c~non, Jblc I),
On.: f lhe 111.1111 r,',I\OI1\ ior rhc 111.IJor IIllert'\t 111 rllt'
dev.:lopment of c':l'hcm dt'nv,lllves 1\ dUt' to rhclr physico-
chcl1l1c.d prn!'crtlc\: mosl are hvdrophdl Jntl st3ble III .leI.!
Il1C,lI,l III
SUIl1C ph~l1lncoklllCDC prop",rn,... oi OfJl ccphal sporlllS, such
.1\ .11l\0'l,t1ol1 or pIJ"ll~ profilc. ,lrc '1UIlC \',m.lblc, III COl1tr.aSI,
IIlClJboll\1l1 I' .11\\,,1)" .Ibsenl or \'<'1)' 1t111lletl ,1ll1 gcncfJlI. th,'yar"
dl11llll,ll.:tI h . rllt' klJney. w\lh the CXCCI lion of cdixl1llC willch
1\ "xcrctt'tl pnm~nlv 111 hlle, TLssue .I.. rnblilion I' good Jild. for
\unle 'ompound~, elcvat<:d.
Tht' extelll of bl')Jvalbblltl)' 15 th.: cineI' cmcnon In the
,dccoon of ,111 roll Ct'l'lulo\ponn, For 11Imt of the pro tfllf:!'
(\ Illch m.IY have V,lIyll1g u cepohlltry t hUlIl.ln 11011. pc ·Iti ..
,...lera <:s), bmJvJll:lblltty otten docs 110t exc,'ed :;(ry,•. wlllic lhe
1llllll00ltficd compOlIlld! (e g, ceF.ldor ,ml cdTibut"I1) an: u'II~Uy
bcttCf absorhed, \"rb me exn:ptloll of cdixll1lC, Thu\, lhere IllJ '
bc cOll5luer.lhlc ullfercllu:s .1111 Ilf: Ihc or:ll cephalo\porins III
lenll.\ of Dill" to peak (1~.uJ .Ild meall rcsldcnce tll11C 121
Thc compounds \\'\lh lower bI03V.lbbllll)' WIU probJhly
produce lower tl suc concentr.atlOll5 UO "-for-do c. Jnd thcre
IS a pmenti, I mk 0 gJstrOlntesnll, I Ide-clfe t dlle to
,llter,1lI01lS III gUI llofJ 12--1J,
Soml' onl 'eph.losp nm (cclixlnle, ct'ietamct-plvoxll and
cdohlilCII .n thc ,10 <: of RIMI mg) c.llIhu 11 IlIIllC;\r ph~nllanlkl­
lIetlc pn pernt:S, ' l1ec IIlcrc<15mg uos<:s It:ad to n± ovd)' dcc!1:;}Slllg
p.:.lk c IlCelltl:1001l5 ,111.1 are3 lInder tllt' ....·nllll conCCTltr.1tI0n-QIl1l:
curve VJJu,.... m:lIlll· III rclmon to propomon. By re luced
hl<l.I\·Jlbblilty. TIllS su~es J dose~lepclldcm IIlhlllltor)' procCS!>
til. t 1III1ucllc,'S tlle eXCCI1l , nd thc fJCC ofahsorptlon of dlcsc ,lb'l'n ;
p"rlLlp .1 camer-mclhated m''t'hallmll lrut Ltrgc dos.:s nuy
s, tUI:ll,', \\, ..h rcsulong JecrcJ......,d ,lb\Ol1'oon [2,31,
11K': thc ,hscovcry of lhc liN .1ntlTlllCrObl,ll ,1j.:t"1l ,
lnvt"sll~':ltor.i have tned 10 lIndCI"'land bctter th ... rc,ponsc of
IfIfectlons to JlltlblOtlCS by \tlldvlIlg the phamla olunetlcs of
,1I1t1nllcrolllal dmg' Jt Illif:nlOn 'ltc' vancty of mouds h ve
bcel1 "Illployed to ,tll,lv tIlt' m\u" pl'nctr:1lI01l 0 anllnllcrobl~l
tlnl!." III hUlllans, U th,'Se lI1eulo,l, hJ\'c some Illlllt;ltlOm alld
1l0llC 1\ Icleal for complcte IIndc~tJndlflgof thc vcry c mple'l:
ph,'nom"llon ofu\\ue dl'lnhlllwn \\'JlIt h h, \ so nun' \'In.I''It"\
(pH, lI111allllllauoll, pr t"111 ontent, etc) [-I
\XI", u. cd the suction blister model to IIIVt...tl~I" the nssue
penetr.atlon of vanou~ annhlOon, IIlcludll1~ tive orJl ':t'pha-
10,ponl1> ,It V.ItIOth ,low, III pallelll wllh II 0 rill I lIep,loc alld
rell.11 filII 'UOII,
To qU,lIllll)' thc n ,ut' dlsrnhuu II of th.: drug III VC'oll !-;.Ilcd ,
we "'.:d the p,'netr.aoon IIldex (PI), I.e. the raoo between thc
JrC,l ullder the curve ot" hlt,t<:r 11111J al1d \cmlll on entTJtlOIl.\
011 til<: ba~ls of the "3Ilit'S , dLstnbuooll IS modest for
rdalnzmc. bill dev,lIcd for the other ompoulld5 With J PI
rJllgmg from 94'1., to more thJn 1011%,
)n.: of thc m I· III"s wlIh the he't fl\ ue dlSlnbullolI 1\
ccf.1Clor ,tudled ,Ifter hOlh Immedlatc rdc.He (I It) or 1l10dtficd
rclc~se ( R.) prepJr.atlom ,lble 2)
Thc lIl~onty of onl cephJlmponns are pnmanly cllllllnated
b thc kidney, With cltllllllJOOn luif-llve generally undcr J h,
Il1Jklll~ ollce dall ad IIIIIIIstra° n 1Il3ppropnalc' the opolllal
.I, c IIlterv I fc r J11 the c OrJ! P-Ia elm I Jt Icasl 12 h [2J
H }\ ,'wr, whcn Ihe h If-life rea he<. or c:<tCl'c,l, the
lhrc,hold of 3 h, 35 WIth CdtlhulCII or cefiXllllc. It IS pOSSible
to cXI,'nJ thc doslIlg lntervJI 10 24 h, doubling the pro-dose
JIlIOUnt JclnlllllStcred, For llme-dcpel1d.:m drtlg5, ueh as tlle
pel1lCIUIIlS allli cph 10 ponns, th... time over whl h me MI IS
excec led IS important 13,61. Il-I~CI311l al1tlhlOOCl pr bably do
1101 have I cxceed the M I for Ihe ennre dosc Intcrval for
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s.:msfucwry. There ore. attention muse be paid co both
pham13cokmecic and phamlB odynamic char8ceeristic.~ m
selecting the appropnate dosage regimen that wiU optimize
dnlg absorption and guar8mce adequate levels at the infecoon
site for a sufficiently long time between administratiom.
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